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FIG.2B 



10 30 50 

ATCAAAGGCAGGGCATACTTCCTGTTGCCCAGACCTTATATAAAACGTCATGTTCGCCTG 

70 90 110 

GGCAGCAGAGAAGCACCTAGCACTGGCCCAGCGGCTGCCGCCTGAGGTTTCCAGAGGACC 

130 150 170 

ACAATGAACAAGTGGCTGTGCTGTGCACTCCTGGTGTTCTTGGACATCATTGAATGGACA 
MNKWLCCALLVFLDI lE WT 

190 210 230 

ACCCAGGAAACCTTTCCTCCAAAATACTTGCATTATGACCCAGAAACCGGACGTCAGCTC 
TO E TFPPKYLHYDPETGRQL 

250 270 290 

TTGTGTGACAAATGTGCTCCTGGCACCTACCT7VAAACAGCACTGCACAGTCAGGAGGAAG 
LCD KCAPGTYLKQHCTVRRK 

310 330 350 

ACACTGTGTGTCCCTTGCCCTGACTACTCTTATACAGACAGCTGGCACACGAGTGATGAA 
TLCVPCPDYSYT DSWHTSDE 

370 390 410 

TGCGTGTACTGCAGCCCCGTGTGCAAGGAACTGCAGACCGTGAAACAGGAGTGCAACCGC 

CVYCSPVC KELQTVKQECHR 
430 450 470 

ACCCACAACCGAGTGTGCGAATGTGAGGAAGGGCGCTACCTGGAGCTCGAATTCTGC'ITG 

THNRVCECEEGRYLELEFCL 

490 510 530 

AAGCACCGGAGCTGTCCCCCAGGCTTGGGTGTGCTGCAGGCTGGGACCCCAGAGCGAAAC 
KHRSCPPGLGVLQAGTPERN 

550 570 590 

ACGGTTTGCAAAAGATGTCCGGATGGGTTCTTCTCAGGTGAGACGTCATCGAAAGCACCC 
TVCKRCPDGFFSGETSSKAP 

610 630 650 

TGTAGGAAACACACCAACTGCAGCTCACTTGGCCTCCTGCTAATTCAGAAAGGAAATGCA 
CRKHTHCSS .LGLLLIQKGHA 

670 690 710 

ACACATGACAATGTATGTTCCGGAAACAGAGAAGCAACTCAAAATTGTGGAATAGATGTC 
THDNVCSGNREATQ NCGIDV 

730 750 770 

ACCGTGTGCGAAGAGGCATTCTTCAGGTTTGCTGTGCCTACCAAGATTATACCGAATTGG 
TLCEEAFFRFAVPTKI IPNW 

790 810 830 

CTGAGTGTTCTGGTGGACAGTTTGCCTGGGACCAAAGTGAATGCAGAGAGTGTAGAGAGG 
LSVLVDSLPGTKVNAESVER 

850 870 890 

ATAAAACGGAGACACAGCTCGCAAGAGCAAACTTTCCAGCTACTTAAGCTGTGGAAGCAT 
IKRRHSSQEQTFQLLKLWKH 

910 930 950 

CAAAACAGAGACCAGGAAATGGTGAAGAAGATCATCCAAGACATTGACCTCTGTGAAAGC 
QNRDQEMVKKI IQ DIDLCES 

970 990 1010 

AGTGTGCAACGGCATATCGGCCACGCGAACCTCACCACAGAGCAGCTCCGCATCTTGATG 
SVQRHIGHAHLTT EQLRILM 



TITLE: COMBINATION THERAPY FOR CONDITIONS 

LEADING TO BONE LOSS 
INVENTORS: Boyle, et al. 
APPLN. NO: A-378CIP5 
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1030 1050 1070 

GAGAGCTTGCCTGGGAAGAAGATCAGCCCAGACGAGATTGAGAGAACGAGAAAGACCTGC 
ESLPGKKISPDEIERTRKTC 

1090 1110 . 1130 

AAACCCAGCGAGCAGCTCCTGAAGCTACTGAGCTTGTGGAGGATCAAAAATGGAGACCAA 
KPSEQLLKLLSLWRIKNGDQ 

1150 1170 1190 

GACACCTTGAAGGGCCTGATGTACGCACTCAAGCACTTGAAAGCATACCACTTTCCCAAA 
DTLKGLMYALKHLKAYHFPK 

1210 1230 1250 

ACCGTCACCCACAGTCTGAGGAAGACCATCAGGTTCTTGCACAGCTTCACCATGTACCGA 
TVTHSLRKTIRFLHSFTMYR 

1270 1290 1310 

TTGTATCAGAAACTCTTTCTAGAAATGATAGGGAATCAGGTTCAATCAGTGAAGATAAGC 
LYQKLFLEM IGNQVQSVKIS 

1330 1350 1370 

TGCTTATAGTTAGGAATGGTCACTGGGCTGTTTCTTCAGGATGGGCCAACACTGATGGAG 
C L 

1390 . 1410 1430 

CAGATGGCTGCTTCTCCGGCTCTTGAAATGGCAGTTGATTCCTTTCTCATCAGTTGGTGG 

1450 1470 1490 

GAATGAAGATCCTCCAGCCCAACACACACACTGGGGAGTCTGAGTCAGGAGAGTGAGGCA 

1510 1530 1550 

GGCTATTTGATAATTGTGCAAAGCTGCCAGGTGTACACCTAGAAAGTCAAGCACCCTGAG 

1570 1590 1610 

AAAGAGGATATTTTTATAACCTCAAACATAGGCCCTTTCCTTCCTCTCCTTATGGATGAG 

1630 1650 1670 

TACTCAGAAGGCTTCTACTATCTTCTGTGTCATCCCTAGATGAAGGCCTCTTTTATTTAT 

1690 1710 1730 

TTTTTTATTCTTTTTTTCGGAGCTGGGGACCGAACCCAGGGCCTTGCGCTTGCGAGGCAA 

1750 1770 1790 

GTGCTCTACCACTGAGCTAAATCTCCAACCCCTGAAGGCCTCTTTCTTTCTGCCTCTGAT 

1810 1830 1850 

AGTCTATGACATTCTTTTTTCTACAATTCGTATCAGGTGCACGAGCCTTATCCCATTTGT 

1870 1890 1910 

AGGTTTCTAGGCAAGTTGACCGTTAGCTATTTTTCCCTCTGAAGATTTGATTCGAGTTGC 

1930 1950 1970 

AGACTTGGCTAGACAAGCAGGGGTAGGTTATGGTAGTTTATTTAACAGACTGCCACCAGG 

1990 2010 2030 

AGTCCAGTGTTTCTTGTTCCTCTGTAGTTGTACCTAAGCtGACTCCAAGTACATTTAGTA 

2050 2070 2090 

TGAAAAATAATCAACAAATTTTATTCCTTCTATCAACATTGGCTAGCTTTGTTTCAGGGC 

2110 2130 2150 

ACTAAAAGAAACTACTATATGGAGAAAGAATTGATATTGCCCCCAACGTTCAACAACCCA 

2170 2190 2210 

ATAGTTTATCCAGCTGTCATGCCTGGTTCAGTGTCTACTGACTATGCGCCCTCTTATTAC 

2230 2250 2270 

TGCATGCAGTAATTCAACTGGAAATAGTAATAATAATAATAGAAATAAAATCTAGACTCC 

2290 2310 ' 2330 

ATTGGATCTCTCTGAATATGGGAATATCTAACTTAAGAAGCTTTGAGATTTCAGTTGTGT 
2350 2370 2390 

TAAAGGCTTTTATTAAAAAGCTGATGCTCTTCTGTAAAAGTTACTAATATATCTGTAAGA 

2410 2430 
CTATTACAGTATTGCTATTTATATCCATCCAG 
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GCTGCCTCCTGAGGTTTCCCGAGGACCACAATGAACAAGTGGCTGTGCTGCGCACTCCTG 
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GTGCTCCTGGACATCATTGAATGGACAACCCAGGAAACCCTTCCTCCAAAGTACTTGCAT 
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190 210 230 

TATGACCCAGAAACTGGTCATCAGGTCCTGTGTGACAAATGTGCTCCTGGCACCTACCTA 
YDPETGHQLLCDKCAPGTY L 

250 270 290 

AAACAGCACTGCACAGTGAGGAdGAAGACATTGTGTGTCCCTTGCCCTGACCACTCTTAT 
KQH C TVRRK TLCVPCPD HSY 

310 330 350 

ACGGACAGCTGGCACACCAGTGATGAGTGTGTGTATTGCAGCCCAGTGTGCAAGGAACTG 
TDSWHTSDECVYCSPVCKEL 
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CAGTCCGTGAAGCAGGAGTGCAACCGCACCCACAACCGAGTGTGTGAGTGTGAGGAAGGG 
QSVKQECHRTHNRVCECEEG 
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CGTTACCTGGAGATCGAATTCTGCTTGAAGCACCGGAGCTGTCCCCCGGGCTCCGGCGTG 
RYLEIEFCLKHRSCPPGSGV 

490 510 530 

GTGCAAGCTGGAACCCCAGAGCGAAACACAGTTTGCAAAAAATGTCCAGATGGGTTCTTC 
VQAGTPERNTVCKKCPDGFF 

550 570 590 

TCAGGTGAGACTTCATCGAAAGCACCCTGTATAAAACACACGAACTGCAGCACATTTGGC 
SGETS SKAPCIKHTMCSTFG 
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CTCCTGCTAATTCAGAAAGGAAATGCAACACATGACAACGTGTGTTCCGGAAACAGAGAA 
LL L IQKGHATHDNVCSGNRE 
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GCCACGCAAAAGTGTGGAATAGATGTCACCCTGTGTGAAGAGGCCTTCTTCAGGTTTGCT 
ATQKCG IDVTLCEEAFFRF A 
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GTTCCTACCAAGATTATACCAAATTGGCTGAGTGTTTTGGTGGACAGTTTGCCTGGGACC 
VPTKIIPNWLSVLVDSLPGT 
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GAGATTGAGAGAACGAGAAAGACCTGCAAATCGAGCGAGCAGCTCCTGAAGCTACTCAGT 
EIERTRKTCK SSEQLLKLLS 
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TTATGGAGGATCAAAAATGGTGACCAAGACACCTTGAAGGGCCTGATGTATGCCCTCAAG 
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CACTTGAAAACATCCCACTTTCCCAAAACTGTCACCCACAGTCTGAGGAAGACCATGAGG 
HLKTSHPPKTVTHSLRKTMR 
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TTCCTGCACAGCTTCACAATGTACAGACTGTATCAGAAGCTCTTTTTAGAAATGATAGGG 
FLHSFTMYRLYQKLFLEMI G 
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AATCAGGTTCAATCCGTGAAAATAAGCTGCTTATAACTAGGAATGGTCACTGGGCTGTTT 
NQVQSVKISCL 
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130 150 170 

CGTGTTTCTGGACATCTCCATTAAGTGGACCACCCAGGAAACGTTTCCTCCAAAGTACCT 
VFLD ISI KWTTQ E T F P P K Y L 
190 210 230 

TCATTATGACGAAGAAACCTCTCATCAGCTGTTGTGTGACAAATGTCCTCCTGGTACCTA 
HYDEETSHQL LCDKCPPGTY 
250 270 290 

CCTAAAACAACACTGTACAGCAAAGTGGAAGACCGTGTGCGCCCCTTGCCCTGACCACTA 
LKQHCTAKWKTVCAPCPDHY 
310 330 350 

CTACACAGACAGCTGGCACACCAGTGACGAGTGTCTATACTGCAGCCCCGTGTGCAAGGA 
YTDSWHTSDECLYCSPVCKE 
370 390 410 

GCTGCAGTACGTCAAGCAGGAGTGCAATCGCACCCACAACCGCGTGTGCGAATGCAAGGA 
LQYVKQECHRTH NRVCECKE 
430 450 470 

AGGGCGCTACCTTGAGATAGAGTTCTGCTTGAAACATAGGAGCTGCCCTCCTGGATTTGG 
GRYLEIEFCLKHRSCPPGFG 
490 510 530 

AGTGGTGCAAGCTGGAACCCCAGAGCGAAATACAGTTTGCAAAAGATGTCCAGATGGGTT 
VVQAGTPERNTVCKRC PDGF 
550 570 590 

CTTCTCAAATGAGACGTCATCTAAAGCACCCTGTAGAAAACACACAAATTGCAGTGTCTT 
FSMETSSKAPCRKHTMCSVF 
610 630 650 

TGGTCTCCTGCTAACTCAGAAAGGAAATGCAACACACGACAACATATGTTCCGGAAACAG 
GLL LTQKGHATHDNICSGNS 
670 690 710 

TGAATCAACTCAAAAATGTGGAATAGATGTTACCCTGTGTGAGGAGGCATTCTTCAGGTT 
ESTQKCGIDVTLCEEAFFRF 
730 750 770 

TGCTGTTCCTACAAAGTTTACGCCTAACTGGCTTAGTGTCTTGGTAGACAATTTGCCTGG 
AVPTKFTPNWLSVLVDNLPG 
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CACCAAAGTAAACGCAGAGAGTGTAGAGAGGATAAAACGGCAACACAGCTCACAAGAACA 
TKVNAESVERIKRQHSSQEQ 
850 870 890 

GACTTTCCAGCTGCTGAAGTTATGGAAACATCAAAACAAAGACCAAGATATAGTCAAGAA 
TFQLLKLWKHQNKDQDIVKK 
910 930 950 

GATCATCCAAGATATTGACCTCTGTGAAAACAGCGTGCAGCGGCACATTGGACATGCTAA 
I IQ DIDLC ENSVQRHIGHAH 
970 990 1010 

CCTCACCTTCGAGCAGCTTCGTAGCTTGATGGAAAGCTTACCGGGAAAGAAAGTGGGAGC 
L TFEQLRSLMESLPGKKVGA 
1030 1050 1070 

AGAAGACATTGAAAAAACAATAAAGGCATGCAAACCCAGTGACCAGATCCTGAAGCTGCT 
EDIEKTI KACKPSDQILKLL 
1090 1110 1130 

CAGTTTGTGGCGAATAAAAAATGGCGACCAAGACACCTTGAAGGGCCTAATGCACGCACT 
SLWRIKNGDQDTLKGLMHAL 
1150 1170 1190 

AAAGCACTCAAAGACGTACCACTTTCCCAAAACTGTCACTCAGAGTCTAAAGAAGACCAT 
KHSK. TYHFPKTVTQ SLKKTI 
1210 1230 1250 

CAGGTTCCTTCACAGCTTCACAATGTACAAATTGTATCAGAAGTTATTTTTAGAAATGAT 
RFLHSFTMYKLYQKLFLEMI 
1270 1290 1310 

AGGTAACCAGGTCCAATCAGTAAAAATAAGCTGCTTATAACTGGAAATGGCCATTGAGCT 
GNQVQSVKISCL 
1330 1350 
GTTTCCTCACAATTCGCGAGATCCCATGGATGATAA 
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Xcml 
I 

TGGGTGAGGTGGGTTCCCATGTAGTCAATGGCCTAATACTGGAGAATCTTATTCTAACCA 

421 + ■ + + + + + 480 

ACCCACTCCACCCAAGGGTACATCAGTTACCGGATTATGACCTCTTAGAATAAGATTGGT 

AGCCTTCCAGAGCAAGCTGTGAGCCCCTCAGACAGTGGGCTACTCATGAGACAGTCCATT 

481 + + + + + + 540 

TCGGAAGGTCTCGTTCGACACTCGGGGAGTCTGTCACCCGATGAGTACTCTGTCAGGTAA 

GGGGTAAAGGAAGAAAATATAACTTCTATTTCTATTCATTTGCACATTGTCTTTAGATGC 

541 + + + + + + 600 

CCCCATTTCCTTCTTTTATATTGAAGATAAAGATAAGTAAACGTGTAACAGAAATCTACG 



CCATTTGGGTGAGTTTTATAGAAGTACAGCTACATTAAAAAATAGAACTGATAATAGATA 

601 + + + +- + --+ 660 

GGTAAACCCACTCAAAATATCTTCATGTCGATGTAATTTTTTATCTTGACTATTATCTAT 



TITLE: COMBINATION THERAPY FOR CONDITIONS 

LEADING TO BONE LOSS 
INVENTORS: Boyle, et ai. 
APPLN. NO: A-378CIP5 



FIG. 29B 



AGGCTTTAAAAAAACTTCATTCATCACCAGTTTGTCAAGATTCCATTTCAAAGTGAAAAA 

661 + + + + + + 720 

TCCGAAATTTTTTTGAAGTAAGTAGTGGTCAAACAGTTCTAAGGTAAAGTTTCACTTTTT 

CCAATTTCTAACGGGTTGGTAAACACAGCAGATGGCAGGGTGAAAAATTAAAGTGAGTGC 

721 + + + + + + 780 

GGTTAAAGATTGCCCAACCATTTGTGTCGTCTACCGTCCCACTTTTTAATTTCACTCACG 

ATGTACCTTTAAAGAAACACTGAAATGCACACACATTACTTAACCTGCTCATTCATTTAT 

781 -f + + + + + 840 

TACATGGAAATTTCTTTGTGACTTTACGTGTGTGTAATGAATTGGACGAGTAAGTAAATA 

TTACATATAGTCTTGGGTGTACAAAATTTAGAAATAAATACATATGGGGGCGGGGCCTTA 

841 + + + + + + 900 

AATGTATATCAGAACCCACATGTTTTAAATCTTTATTTATGTATACCCCCGCCCCGGAAT 

GCTGCACAAATAGGATGCGCGGCGGGCCTTGGTAGGGGCGGAGCCTTAGCTGCACAAATA 
901 + + + +„ + + 9go 

CGACGTGTTTATCCTACGCGCCGCCCGGAACCATCCCCGCCTCGGAATCGACGTGTTTAT 

GGATGCGCGGCGGGCCTTGGTGGGGGCGGGGCCTAAGCTGCGCAAGTGGTACACAGCTCA 

961 + + + + 1 — + 1020 

CCTACGCGCCGCCCGGAACCACCCCCGCCCCGGATTCGACGCGTTCACCATGTGTCGAGT 

GGGCTGCGATTTCGCGCCAAACTTGACGGCAATCCTAGCGTGAAGGCTGGTAGGATTTTA 

1021 + + + + + + 1080 

CCCGACGCTAAAGCGCGGTTTGAACTGCCGTTAGGATCGCACTTCCGACCATCCTAAAAT 

TCCCCGCTGCCATCATGGTTCGACCATTGAACTGCATCGTCGCCGTGTCCCAAAATATGG 
1081 + + + + + + 1140 

AGGGGCGACGGTAGTACCAAGCTGGTAACTTGACGTAGCAGCGGCACAGGGTTTTATACC 

GGATTGGCAAGAACGGAGACCTACCCTGGCCTCCGCTCAGGAACGAGTTCAAGTACTTCC 

1141 -f + + + ^H" + 1200 

CCTAACCGTTCTTGCCTCTGGATGGGACCGGAGGCGAGTCCTTGCTCAAGTTCATGAAGG 

AAAGAATGACCACAACCTCTTCAGTGGAAGGTAAACAGAATCTGGTGATTATGGGTAGGA 

1201 f + + + + + 1260 

TTTCTTACTGGTGTTGGAGAAGTCACCTTCCATTTGTCTTAGACCACTAATACCCATCCT 

AAACCTGGTTCTCCATTCCTGAGAAGAATCGACCTTTAAAGGACAGAATTAATATAGTTC 

1261 f + + + + + 1320 

TTTGGACCAAGAGGTAAGGACTCTTCTTAGCTGGAAATTTCCTGTCTTAATTATATCAAG 

Sad BstXI 

I I 

TCAGTAGAGAACTCAAAGAACCACCACGAGGAGCTCATTTTCTTGCCAAAAGTTTGGATG 
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Aflll 
I 

ATGCCTTAAGACTTATTGAACAACCGGAATTGGCAAGTAAAGTAGACATGGTTTGGATAG 

1381 + + + + + 1440 

TACGGAATTCTGAATAACTTGTTGGCCTTAACCGTTCATTTCATCTGTACCAAACCTATC 

TCGGAGGCAGTTCTGTTTACCAGGAAGCCATGAATCAACCAGGCCACCTCAGACTCTTTG 

1441 ^ + + -+ + + 1500 

AGCCTCCGTCAAGACAAATGGTCCTTCGGTACTTAGTTGGTCCGGTGGAGTCTGAGAAAC 

TGACAAGGATCATGCAGGAATTTGAAAGTGACACGTTTTTCCCAGAAATTGATTTGGGGA 

1501 + + +- + + + 1560 

ACTGTTCCTAGTACGTCCTTAAACTTTCACTGTGCAAAAAGGGTCTTTAACTAAACCCCT 

AATATAAACTTCTCCCAGAATACCCAGGCGTCCTCTCTGAGGTCCAGGAGGAAAAAGGCA 

1561 + + + + + 1620 

TTATATTTGAAGAGGGTCTTATGGGTCCGCAGGAGAGACTCCAGGTCCTCCTTTTTCCGT 

TCAAGTATAAGTTTGAAGTCTACGAGAAGAAAGACTAACAGGAAGATGCTTTCAAGTTCT 

1621 h + + + + + 1680 

AGTTCATATTCAAACTTCAGATGCTCTTCTTTCTGATTGTCCTTCTACGAAAGTTCAAGA 

Bglll 
I 

CTGCTCCCCTCCTAAAGCTATGCATTTTTATAAGACCATGGGACTTTTGCTGGCTTTAGA 

1681 ^ + + + + + 1740 

GACGAGGGGAGGATTTCGATACGTAAAAATATTCTGGTACCCTGAAAACGACCGAAATCT 

TCTGAAACACTGAAATTGTCTGCTTCTCATCTTCAGTGAGATTCCAAAGGATAGTACAGT 

1741 + + + + + + 1800 

AGACTTTGTGACTTTAACAGACGAAGAGTAGAAGTCACTCTAAGGTTTCCTATCATGTCA 

GACAGAACAAGAATAGGCACTCTCTACAAAAAAAAGAAAGAAAAAACTAAGTAATAGCAA 

1301 -f + + + + + 1860 

CTGTCTTGTTCTTATCCGTGAGAGATGTTTTTTTTCTTTCTTTTTTGATTCATTATCGTT 

GCATAATAGCTACTGTTAAGAACTCAGAGATAATGAATTGAGAATGGATACTGCTTGAAA 

1861 + + + + + + 1920 

CGTATTATCGATGACAATTCTTGAGTCTCTATTACTTAACTCTTACCTATGACGAACTTT 

TGAi\AATTTAATAAGTTAGAAACTAAACTTTATAAAAATAAAAAAATGAGCATTAAAAAA 

1921 + + + + + + 1980 

ACTTTTAAATTATTCAATCTTTGATTTGAAATATTTTTATTTTTTTACTCGTAATTTTTT 

Nhel 
I 

AAAAAAAAAAAAAAAAAAAAACCCCCCCCCCCCCCCCTGCAGCCAAGCTAGCTTGGAATC 
1QR1 + •¥ + + + + 2040 
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BspLUllI 
I 

AGGGGATAACGCAGGAAAGAACATGTGAGCAAAAGGCCAGCAAAAGGCCAGGAACCGTAA 

2041 + — + +- + + + 2100 

TCCCCTATTGCGTCCTTTCTTGTACACTCGTTTTCCGGTCGTTTTCCGGTCCTTGGCATT 

AAAGGCCGCGTTGCTGGCGTTTTTCCATAGGCTCCGCCCCCCTGACGAGCATCACAAAAA 

2101 ^ + + + + + 2160 

TTTCCGGCGCAACGACCGCAAAAAGGTATCCGAGGCGGGGGGACTGCTCGTAGTGTTTTT 

TCGACGCTCAAGTCAGAGGTGGCGAAACCCGACAGGACTATAAAGATACCAGGCGTTTCC 

2161 + + + + + + 2220 

AGCTGCGAGTTCAGTCTCCACCGCTTTGGGCTGTCCTGATATTTCTATGGTCCGCAAAGG 

CCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACCCTGCCGCTTACCGGATACCTGTC 

2221 + + + + + + 2280 

GGGACCTTCGAGGGAGCACGCGAGAGGACAAGGCTGGGACGGCGAATGGCCTATGGACAG 

CGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCTCACGCTGTAGGTATCTCAG 

2281 ^ + + + + + 2340 

GCGGAAAGAGGGAAGCCCTTCGCACCGCGAAAGAGTATCGAGTGCGACATCCATAGAGTC 

TTCGGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTGCACGAACCCCCCGTTCAGCCCGA 

2341 -fi- + + + + + 2400 

AAGCCACATCCAGCAAGCGAGGTTCGACCCGACACACGTGCTTGGGGGGCAAGTCGGGCT 

CCGCTGCGCCTTATCCGGTAACTATCGTCTTGAGTCCAACCCGGTAAGACACGACTTATC 

2401 -H + + + +— + 2460 

GGCGACGCGGAATAGGCCATTGATAGCAGAACTCAGGTTGGGCCATTCTGTGCTGAATAG 

GCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGGGAGGTATGTAGGCGGTGCTAC 

2461 + + + + + + 2520 

CGGTGACCGTCGTCGGTGACCATTGTCCTAATCGTCTCGCTCCATACATCCGCCACGATG 

AGAGTTCTTGAAGTGGTGGCCTAACTACGGCTACACTAGAAGGACAGTATTTGGTATCTG 

2521 1- + + + + + 2580 

TCTCAAGAACTTCACCACCGGATTGATGCCGATGTGATCTTCCTGTCATAAACCATAGAC 

CGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGTTGGTAGCTCTTGATCCGGCAAACA 

2581 f + + + + + 2640 

GCGAGACGACTTCGGTCAATGGAAGCCTTTTTCTCAACCATCGAGAACTAGGCCGTTTGT 

HgiEII 

t 

AACCACCGCTGGTAGCGGTGGTTTTTTTGTTTGCAAGCAGCAGATTACGCGCAGAAAAAA 

2641 f + + + + + 2700 

TTGGTGGCGACCATCGCCACCAAAAAAACAAACGTTCGTCGTCTAATGCGCGTCTTTTTT 



AGGATCTCAAGAAGATCCTTTGATCTTTTCTACGGGGTCTGACGCTCAGTGGAACGAAAA 
OTn-l J. M 4. 4. 4. + 2760 
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CTCACGTTAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGATCCTTTT 

2761 + + + + + + 2820 

GAGTGCAATTCCCTAAAACCAGTACTCTAATAGTTTTTCCTAGAAGTGGATCTAGGAAAA 

AAATTAAAAATGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTGGTCTGACAG 

2821 + + + + + + 2880 

TTTAATTTTTACTTCAAAATTTAGTTAGATTTCATATATACTCATTTGAACCAGACTGTC 

TTACCAATGCTTAATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCGTTCATCCAT 

2881 + + - + + + + 2940 

AATGGTTACGAATTAGTCACTCCGTGGATAGAGTCGCTAGACAGATAAAGCAAGTAGGTA 

AGTTGCCTGACTCCCCGTCGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCC 

2941 + + + + + + 3000 

TCAACGGACTGAGGGGCAGCACATCTATTGATGCTATGCCCTCCCGAATGGTAGACCGGG 

CAGTGCTGCAATGATACCGCGAGACCCACGCTCACCGGCTCCAGATTTATCAGCAATAAA 

3001 4 + + + H + 3060 

GTCACGACGTTACTATGGCGCTCTGGGTGCGAGTGGCCGAGGTCTAAATAGTCGTTATTT 

CCAGCCAGCCGGAAGGGCGGAGCGCAGAAGTGGTCCTGCAACTTTATCCGCCTCCATCCA 

3061 : — + + + + + + 3120 

GGTCGGTCGGCCTTCCCGGCTCGCGTCTTCACCAGGACGTTGAAATAGGCGGAGGTAGGT 

GTCTATTAATTGTTGCCGGGAAGCTAGAGTAAGTAGTTCGCCAGTTAATAGTTTGCGCAA 

3121 + + + + — + + 3180 

CAGATAATTAACAACGGCCCTTCGATCTCATTCATCAAGCGGTCAATTATCAAACGCGTT 

CGTTGTTGCCATTGCTGCAGGCATCGTGGTGTCACGCTCGTCGTTTGGTATGGCTTCATT 

3181 + + + + + + 3240 

GCAACAACGGTAACGACGTCCGTAGCACCACAGTGCGAGCAGCAAACCATACCGAAGTAA 

CAGCTCCGGTTCCCAACGATCAAGGCGAGTTACATGATCCCCCATGTTGTGCAAAAAAGC 

3241 4 + + + + + 3300 

GTCGAGGCCAAGGGTTGCTAGTTCCGCTCAATGTACTAGGGGGTACAACACGTTTTTTCG 

Eael 

Pvxil Gdill 



3301 + + + + + + 3360 

CCAATCGAGGAAGCCAGGAGGCTAGCAACAGTCTTCATTCAACCGGCGTCACAATAGTGA 

CATGGTTATGGCAGCACTGCATAATTCTCTTACTGTCATGCCATCCGTAAGATGCTTTTC 

3361 + + + + + + 3420 

GTACCAATACCGTCGTGACGTATTAAGAGAATGACAGTACGGTAGGCATTCTACGAAAAG 



Bcgl 
I 

TGTGACTGGTGAGTACTCAACCAAGTCATTCTGAGAATAGTGTATGCGGCGACCGAGTTG 
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CTCTTGCCCGGCGTCAACACGGGATAATACCGCGCCACATAGCAGAACTTTAAAAGTGCT 

3481 -^ + + + + + 3540 

GAGAACGGGCCGCAGTTGTGCCCTATTATGGCGCGGTGTATCGTCTTGAAATTTTCACGA 

CATCATTGGAAAACGTTCTTCGGGGCGAAAACTCTCAAGGATCTTACCGCTGTTGAGATC 

3541 4 + + + + ^+ 3600 

GTAGTAACCTTTTGCAAGAAGCCCCGCTTTTGAGAGTTCCTAGAATGGCGACAACTCTAG 

CAGTTCGATGTAACCCACTCGTGCACCCAACTGATCTTCAGCATCTTTTACTTTCACCAG 

3601 -4 + + + + + 3660 

GTCAAGCTACATTGGGTGAGCACGTGGGTTGACTAGAAGTCGTAGAAAATGAAAGTGGTC 

CGTTTCTGGGTGAGCAAAAACAGGAAGGCAAAATGCCGCAAAAAAGGGAATAAGGGCGAC 

3661 + + + + + 3720 

GCAAAGACCCACTCGTTTTTGTCCTTCCGTTTTACGGCGTTTTTTCCCTTATTCCCGCTG 

Sspl 
I 

ACGGAAATGTTGAATACTCATACTCTTCCTTTTTCAATATTATTGAAGCATTTATCAGGG 

3721 -» + + + + + 3780 

TGCCTTTACAACTTATGAGTATGAGAAGGAAAAAGTTATAATAACTTCGTAAATAGTCCC 

TTATTGTCTCATGAGCGGATACATATTTGAATGTATTTAGAAAAATAAACAAATAGGGGT 

3781 4 + + + + + 3840 

AATAACAGAGTACTCGCCTATGTATAAACTTACATAAATCTTTTTATTTGTTTATCCCCA 

TCCGCGCACATTTCCCCGAAAAGTGCCACCTGACGTCTAAGAAACCATTATTATCATGAC 

3841 4 + + + + + 39D0 

AGGCGCGTGTAAAGGGGCTTTTCACGGTGGACTGCAGATTCTTTGGTAATAATAGTACTG 

ATTAACCTATAAAAATAGGCGTATCACGAGGCCCTTTCGTCTTCAAGAATTCCCTGTGGA 

3901 + + + + + + 3960 

TAATTGGATATTTTTATCCGCATAGTGCTCCGGGAAAGCAGAAGTTCTTAAGGGACACCT 

ATGTGTGTCAGTTAGGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAA 

3961 4* 4- 4- 4- 4- 4- 4020 

TACACACAGTCAATCCCACACCTTTCAGGGGTCCGAGGGGTCGTCCGTCTTCATACGTTT 

GCATGCATCTCAATTAGTCAGCAACCAGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCA 

4021 4 4- + 4- 4— 4- 4080 

CGTACGTAGAGTTAATCAGTCGTTGGTCCACACCTTTCAGGGGTCCGAGGGGTCGTCCGT 

GAAGTATGCAAAGCATGCATCTCAATTAGTCAGCAACCATAGTCCCGCCCCTAACTCCGC 

4081 4 4- 4- + 4- + 4140 

CTTCATACGTTTCGTACGTAGAGTTAATCAGTCGTTGGTATCAGGGCGGGGATTGAGGCG 

CCATCCCGCCCCTAACTCCGCCCAGTTCCGCCCATTCTCCGCCCCATGGCTGACTAATTT 
4141 4* + — -4- 4- + + 4200 
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Sfil 
I 

TTTTTATTTATGCAGAGGCCGAGGCCGCCTCGGCCTCTGAGCTATTCCAGAAGTAGTGAG 
4201 + + + + + + 4260 

AAAAATAAATACGTCTCCGGCTCCGGCGGAGCCGGAGACTCGATAAGGTCTTCATCACTC 

Avrll 
I 

GAGGCTTTTTTGGAGGCCTAGGCTTTTGCAAAAAGCTGGTCGAGGCTCGCATCTCTCCTT 

4261 + + + + + + 4320 

CTCCGAAAAAACCTCCGGATCCGAAAACGTTTTTCGACCAGCTCCGAGCGTAGAGAGGAA 

CACGCGCCCGCCGCCCTACCTGAGGCCGCCATCCACGCCGGTTGAGTCGCGTTCTGCCGC 
4321 + + + + + + 4380 

GTGCGCGGGCGGCGGGATGGACTCCGGCGGTAGGTGCGGCCAACTCAGCGCAAGACGGCG 

CTCCCGCCTGTGGTGCCTCCTGAACTGCGTCCGCCGTCTAGGTAAGTTTAAAGCTCAGGT 
4381 + + + + + + 4440 

GAGGGCGGACACCACGGAGGACTTGACGCAGGCGGCAGATCCATTCAAATTTCGAGTCCA 

NgoAIV 
I 

CGAGACCGGGCCTTTGTCCGGCGCTCCCTTGGAGCCTACCTAGACTCAGCCGGCTCTCCA 
4441 + + + + -+ + 4500 

GCTCTGGCCCGGAAACAGGCCGCGAGGGAACCTCGGATGGATCTGAGTCGGCCGAGAGGT 

CGCTTTGCCTGACCCTGCTTGCTCAACTCTACGTCTTTGTTTCGTTTTCTGTTCTGCGCC 
4501 -h- + + + + + 4560 

GCGAAACGGACTGGGACGAACGAGTTGAGATGCAGAAACAAAGCAAAAGACAAGACGCGG 

Hpal 
I 

GTTACAGATCCGTCGAGGAACTGAAAAACCAGAAAGTTAACTGGTAAGTTTAGTCTTTTT 
4561 + + + + + + 4520 

CAATGTCTAGGCAGCTCCTTGACTTTTTGGTCTTTCAATTGACCATTCAAATCAGAAAAA 

Psp5II BamHI 
I I 

GTCTTTTATTTCAGGTCCCGGATCCGGTGGTGGTGCAAATCAAAGAACTGCTCCTCAGTG 
4621 + + + + + + 4680 

CAGAAAATAAAGTCCAGGGCCTAGGCCACCACCACGTTTAGTTTCTTGACGAGGAGTCAC 

GATGTTGCCTTTACTTCTAGGCCTGTACGGAAGTGTTACTTCTGCTCTAAAAGCTGCTGC 
4681 + + + + + + 4740 

CTACAACGGAAATGAAGATCCGGACATGCCTTCACAATGAAGACGAGATTTTCGACGACG 

Hindlll Xbal BssHII 
I I I 
AACAAGCTTCTAGACCACCATGAACAAGTTGCTGTGCTGCGCGCTCGTGTTTCTGGACAT 
4741 + + + + + + 4800 

TTGTTCGAAGATCTGGTGGTACTTGTTCAACGACACGACGCGCGAGCACAAAGACCTGTA 
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CTCCATTAAGTGGACCACCCAGGAAACGTTTCCTCCAAAGTACCTTCATTATGACGAAGA 

4801 + + + + + + 4860 

GAGGTAATTCACCTGGTGGGTCCTTTGCAAAGGAGGTTTCATGGAAGTAATACTGCTTCT 
b SIKWTTQETFPPKYLHYDEE- 

Kpnl 
I 

AACCTCTCATCAGCTGTTGTGTGACAAATGTCCTCCTGGTACCTACCTAAAACAACACTG 

4861 + -»- + + + + 4920 

TTGGAGAGTAGTCGACAACACACTGTTTACAGGAGGACCATGGATGGATTTTGTTGTGAC 

b TSHQLLCDKCPPGTYLKQHC- 

TACAGCAAAGTGGAAGACCGTGTGCGCCCCTTGCCCTGACCACTACTACACAGACAGCTG 

4921 + + + + + + 4980 

ATGTCGTTTCACCTTCTGGCACACGCGGGGAACGGGACTGGTGATGATGTGTCTGTCGAC 
b TAKWKTVCAPCPDHYYTDSW- 

GCACACCAGTGACGAGTGTCTATACTGCAGCCCCGTGTGCAAGGAGCTGCAGTACGTCAA 

4981 + + + + + + 5040 

CGTGTGGTCACTGCTCACAGATATGACGTCGGGGCACACGTTCCTCGACGTCATGCAGTT 
b HTSDECLYCSPVCKELQYVK- 

RleAI BsmI 
I I 

GCAGGAGTGCAATCGCACCCACAACCGCGTGTGCGAATGCAAGGAAGGGCGCTACCTTGA 

5041 + + + + + + 5100 

CGTCCTCACGTTAGCGTGGGTGTTGGCGCACACGCTTACGTTCCTTCCCGCGATGGAACT 
b QECNRTHNRVCECKEGRYLE- 

GATAGAGTTCTGCTTGAAACATAGGAGCTGCCCTCCTGGATTTGGAGTGGTGCAAGCTGG 

5101 + + + + + + 5160 

CTATCTCAAGACGAACTTTGTATCCTCGACGGGAGGACCTAAACCTCACCACGTTCGACC 
b lEFCLKHRSCPPGFGVVQAG- 

BsmBI 

I 

AACCCCAGAGCGAAATACAGTTTGCAAAAGATGTCCAGATGGGTTCTTCTCAAATGAGAC 

5161 + + + + + + 5220 

TTGGGGTCTCGCTTTATGTCAAACGTTTTCTACAGGTCTACCCAAGAAGAGTTTACTCTG 

b TPERNTVCKRCPDGFFSNET- 

GTCATCTAAAGCACCCTGTAGAAAACACACAAATTGCAGTGTCTTTGGTCTCCTGCTAAC 

5221 + + + + + + 5280 

CAGTAGATTTCGTGGGACATCTTTTGTGTGTTTAACGTCACAGAAACCAGAGGACGATTG 
b SSKAPCRKHTNCSVFGLLLT- 

BspEI 
I 

TCAGAAAGGAAATGCAACACACGACAACATATGTTCCGGAAACAGTGAATCAACTCAAAA 
5281 + + + + + + 5340 

— — M ^wmj^rmtpm^fvtm. ■> y< ^ /I ^ fill 1 1 m^m^ /^ITiniH ^fflfTI/^H ^fflfflfpfn 
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Sail Bmgl 
II 

AGTCGACAAiACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTC 

5341 + + + + + + 5400 

TCAGCTGTTTTGAGTGTGTACGGGTGGCACGGGTCGTGGACTTGAGGACCCCCCTGGCAG 
b VDKTHTCPPCPAPELLGGPS- 

AGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGT 

5401 + + + + + + 5460 

TCAGAAGGAGAAGGGGGGTTTT6GGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCA 
b VFLFPPKPKDTLMISRTPEV- 

Btrl 

I 

CACATGCGTGGTGGTGiSACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGT 

5461 + + + + + 5520 

GTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCA 
b TCVVVDVSHEDPEVKFNWYV- 

SacII 
I 

GGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCAC 

5521 + + + + + + 5580 

CCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTG 
b DGVEVHNAKTKPREEQYNST- 

GTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA 

5581 + + + + + + 5640 

CATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCAT 
b YRVVSVLTVLHQDWLNGKEY- 

CAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGC 

5641 + + + + + + 5700 

GTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCG 
b KCKVSNKALPAPIEKTISKA- 

Smal 
I 

CAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGAC 

5701 + + +- + + + 5760 

GTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGACTG 
b KGQPREPQVYTLPPSRDELT- 

CAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGT 

5761 + + + + + + 5820 

GTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCA 
b KNQVSLTCLVKGFYPSDIAV- 

GGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGA 
5821 + + + + + + 5880 
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Aarl 
I 

CTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCA 

5881 + + + 7- + + + 5940 

GAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGT 
b SDGSFFLYSKLTVDKSRWQQ- 

Sapl 
I 

GGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAA 

5941 + + + + + + 6000 

CCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTT 
b GNVFSCSVMHEALHNHYTQK- 

GAGCCTCTCCCTGTCTCCGGGTAAATGATAACTCGAC 

6001 + + + 6037 

CTCGGAGAGGGACAGAGGCCCATTTACTATTGAGCTG 
b SLSLSPGK** 
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FIG. 30A-2 

0.25 1 




VZA Normal (NT) DniD AdA + 1 .0 mg/kg OPG-Fc (s.c.) 

■i Normal + 4 mg/kg OPG-Fc (s.c.) ess AdA + 0.25 mg/kg OPG-Fc (s.c.) 

^ Normal + 1 .0 mg/kg OPG-Fc (s.c.) S 1 5.0 mg/kg/hr IL-1 ra (2ML1 ) 
M Normal + 0.25 mg/kg OPG-Fc (s.c.) 5.0 mg/kg/hr IL-1ra (2ML1) 

EEa AdA Control Hi 1 .0 mg/kg/hr IL-1 ra (2ML1 ) 

EZ2 AdA + CSEP (2ML1 ) ESa 0.2 mg/kg/hr IL-1 ra (2ML1 ) 

rTTTi A ,4 A J. rsr^n. OU^^Kn lt> \ aha 4. n 07 mnlVn r^ovamothaQnnp r ^ 
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9- 




VZA Normal 

H Normal + 1.0 mg/kg OPG-Fc (s.c.) 
^ Normal + 0.25 mg/kg OPG-Fc (s.c.) 
iffl Normal + 0.0625 mg/kg OPG-Fc (s.c.) 
^ Normal + 0.016 mg/kg OPG-Fc (s.c.) 

Normal + 0.004 mg/kg OPG-Fc (s.c.) 
C3 AdA control 



nnin AdA + 1.0 mg/kg OPG-Fc (s.c.) 
ESI AdA + 0.25 mg/kg OPG-Fc (s.c.) 
S AdA + 0.0625 mg/kg OPG-Fc (s.c.) 
EID AdA + 0.016 mg/kg OPG-Fc (s.c.) 

AdA + 0.004 mg/kg OPG-Fc (s.c.) 
EZ3 AdA + 5.0 mg/kg/hr IL-Ira (2ML1 ) 
^ AdA + 0.07 mg/kg Dexamethasone (s.c.) 
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Wm NT 

^ AdA 
^ Vehicle 
^ 0.2mg/kg/hrlL-1ra 
^ 1.0mg/kg/hrlL-1ra 
0.25 mg/kg S-TNF-R1 
1.0 mg/kg S-TNF-R1 
^ 0.03 mg/kg OPG-Fc 
Q 0.2 mg/kg/hr IL-1ra + 0.03 mg/kg OPG-Fc 
1 .0 mg/kg/hr IL-1ra + 0.03 mg/kg OPG-Fc 
^ 0.25 mg/kg S-TNF-R1 + 0.03 mg/kg OPG-Fc 
1.0 mg/kg s-TNF-RI + 0.03 mg/kg OPG-Fc 
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FIG. 31B 
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\Zm AdA 
^ Vehicle 

0.2mg/kg/hrlL-1ra 
^ I.Omg/kg/hrlL-Ira 
M 0.25 mg/kg S-TNF-R1 
^ 1.0 mg/kg S-TNF-R1 
^ 0.03 mg/kg OPG-Fc 

0.2 mg/kg/hr IL-Ira + 0.03 mg/kg OPG-Fc 
CSS! 1 .0 mg/kg/hr IL-1 ra + 0.03 mg/kg OPG-Fc 
^ 0.25 mg/kg s-TNF-RI + 0.03 mg/kg OPG-Fc 
EI3 1.0 mg/kg s-TNF-RI + 0.03 mg/kg OPG-Fc 



